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ABSTRACT 



A topical composition including transfer factor for der- 
matological treatment is provided. The composition 
may be used for cosmetic purposes and for treatment of 
skin lesions, such as blemishes, acne, herpes simplex, 
condyloma and the like. The treatment includes appli- 
cation of the topical composition to the infected sites. 
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Yet a further object of the invention b to provide an 
TRANSFER FACTOR COMPOSITION AND SKIN improved topical composition for skin treatment coa- 
TREATMENT taining transfer factor and an enhancmg penetrant 

Still another object of the invention is to provide a 
BACKGROUND OF THE INVENTION 5 new method of s4dn treatment 

11 * - ^«m^ct Still a further object of the invention b to provide an 

This invention rc\^^B<^^^'^^y ^^^^.^^^^ • improved method of skin treatment by applying a topi- 

tion. and more particularly to ^J?P«^^^^^^ cal composition including transfer factor, 

including transfer factor and a method of skm treat- ^^^^^^ ^^.^^ invention b to provkle an im- 
. - , ^0 nroved method oftreatingherpessimplcxby applying a 

Herpes simplex vinu.type .l causes n^coc^^^^ P~ ^ composition mcludinT. transfer factor and an 
lesions around the mouth. The type 2 vmis, which has ^ . ^ ^ i^^^ted region. . 
beenshowntobevenerealtnmsmitted.causeslesions.n ""^§,,7 ^y^t^ advanUges rfthe invention 
the genital are^ Various treatments ^ave P^^^^ J^^ be obvious and wiU in p^art be apparent from 
and the viruses have resisted the vanous treatments, is ,_Jdr,cation 

Recent proposal include thej«e of v^^^^^ *«^P accordingly comprises the several 

acychc punne nucleosides as in U.S. Pat. No. 199,574. ^^^^^^ ^^^^ ^^^^^ ^j^p^ 

Another proposal appears m ^"'A;" aljr^s^" J ^ ^^^^ the composiUon pos- 

Factor in the Treatment of H'^«S"»Plex Types 1 and ff^ features, properties, and the relation of con- 
2, Dermatologica 163: 177-185 (1981) which sugg«te .20 '^^tT wS^TS^exemplified in the foUowing de- 
that Injections of transfer factor may be hdpful m con- ^ d^closure. and the s^pe of the invention wiU be 
trolling recurrent herpes smplex. Nohvithstand^g the claims. ' 

these reported improvements, it is desirable to treat the maicaica m luc v«<iim» 

infections by applying topical comppation. DESCRIPTION OF THE PREFERRED 

Treatment of herpes simplex, condyloma, acne and 25 . EMBODIMENTS 

other skm lesions by way of application of a topical composiUon prepared in accordance with 

composition in the form of a cream or omtment is pre- indention includes transfer factor in a gentle vehicle, 

ferred to parenteral administration as a topical composi- . ^^^^^^ ^ prcferrably a gentle, non-toxic carrier 
Uon may be appUed conveaiently without the necessity ^ ^j^y an unscented moisturizing formula gener- 
of a physician visit.. Additionally, topical, application ^ .j^^ preferred composition 

permits appUcation of the active mgrcdient direc_ay to .^^^^^ ^ enhancing penetrant, such as dimethyl sulf- 
the lesion and the surrounding area as required. Sigmfi- molecular weight dextran for increasing 

cantly, application of a topical composiUon avoids par- jj^tj^n of the transfer fartor into the skin. . 

enteral injection, thus minimitmg foreign protein expo- . ^ fo^Q^ is obtained from the lymphocytes of a . 

. sure to the patient. Acxordin^y, it woidd be desirable ^^^^ ^ ^^^^^ recurrent infection by her- 

to provide an improved topical composition cfrecUve in ,^ beUeved to be a low molecular weight 

the treatment of skin lesions, such as skm blemishes, [5 qoo^io.ooo) dialysable protein made up of amino 
herpes simplex condyloma and the like. adds with a posable RNA base. The transfer factor 

SUMMATcY OF THE INVENTION ^ may be prepared as documented in the medical litera- 

. tore. For examole, detailed preparation of transfer fac- 

Generally speaking n ^."^rd?"^ . STkdicnSiJ Warren, L Transfer Factor for the 

tion. a topical composition including transfer factorfor . Allergist-Immunologist, Annals of Allergy, 

dcrmatological use is provided. The topical «)mpan- fjf^j^'fj^ ^„|^t. 1977). Thf .rocedui* I described 
tion in accordance with the mvention mcludes a non- ^5 ^;^2n for productioa of crude transfer factor is set 
toxic vehicle and transfer factor and may include an ^!fr7/M,!^r^^ 

^rr-moisrs wSS'^'Si's s « . (4 s.=» 

total composition and may contain between 0 to 15 50 "^j^^L the weU mixed blood to a clear 50 ml 

Another object of the invention is to provide an im- « .cotton Wool and 'fJj^u^il^Xt'l^^^c bar- 
proved composition including transfer factor, 5. CarefuUy 
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7 Remove a small quantity of this cell suspension for pennits harvesting from a mixed leukocyte preparation 

detemiSg the absolute cell count. (The total cell of 90% plus purified lymphocytes The lymphocytes 

^ mTnf the susoemion) were then analyzed as to quantity and their cytoplasmic 

TGent!^ «nS^^^^^ cell suspension for 15 min- contents ^vere obtained by destroying the cell walls 

utes and then decant the plasma without disturbing the 5 using ultrasonic techniques. The transfer factor was 

Ln button at the bottom 6t the centrifuge tube. then obtained from the cytoplasmic extracUon, concen- 

9 Wash the cells three times with about 25 ml of 0.5N trated and passed through a molecular sieve wh.ch 
^Jn^Each thne disperse the cells in the wash fluid harvested only those fractions of molecular we.ght 
SoroueWv centrifuge and discard the wash solution. which include the transfer factor. , , . 

10 S'nstitute the ceU suspension by adding sufii- 10 The following case studies utilized transfer factor 
dent normal saline so that 1 ml of the final solution will prepared in accordance with this Procedure dispersed m 
S>„L"n ^c^Us as a concentration. (10» cells/ml). . a Eucerin base with 5% DMSO added Jch of th^ 

1 1 StoDDcr the tube and alternately freeze and thaw case studies covered a penod of about three months, 
the suspension a total of five times. They are set forth as illustrative and not m a Lmiting 

12. After the final thaw centrifuge the disrupted cell 15 sense, 
suspension at 2500 RPM for 15 minutes. 1 

13 Decant the supernatant fluid into a syringe fitted . , r 
with a sterile miUipore filter. Female patient A had herpes smiplex outbreaks for 

14 Express the fluid through the miUipore filter into about three years m the vagina and vulva on a monthly 
sterU'e vials or aUquots using asepric technique. 20 basis preceeding menstruaUon. The ointment was ap- 

15 Retain one aliquot for sterility testing and potency plied to the infected area on the basis of four times per 
testing, and store the balance in the freeier for later use. day. Within 24 hours all pain and imtation had ceased. 
This fmal solution represents crude transfer factor ex- Within 48 hours significant heaUng of the lesions was 
tract Observed. By 72 hours all lesions had cleared. No recur- 

Tlie final solution prepared in.the above manner con- 25 rence to date, 
tains approximately 1 Unit of transfer factor per milli- 2 
liter of solution. (Defined as 1 Unit=10» cells.) . 

The transfer factor topical composition is prepared • Female paUent B had weekly buccal herpes simp ex 
by mixing the transfer factor in a vehicle so that the lesions for over four years. The patient aPPl«d the 
transfer factor is present' in a concentration of about 1 30 ointment to the infected sites on the basis of four hraes 
Unit per gram of composition; The preferred composi- per.day. Within 24 hours all locaT irntation symp oim 
tion may also include Sp. to about 15 weight percent of were abolished. Within 48 hours the lesions had disap- 
an enhancing penetrant, such as DMSO or low molecu- peared. There have been no recurrent problems to date, 
lar weight dextran. It is most preferred that about 5% 3 , 

bv weieht of DMSO be used as human tests indicate 35 . , x ..i. 

that there is no effect from the DMSO at this concentra- Male patient C had multiple condylomatous growth 
tionasitpenetrates. A low molecular weight dextran of about the neck Jof ^.^^^^^^ 
about 4,000 daltor^ can be substituted for the DMSO. periodic removal by hyfncation for control Pat«"t 
When he dextran is utilized, • the same percent' by appUed the ointment to the condyloma a on fte basis of 
u,<.i«ht is nreferablv included ' 40 four times per day. Within 24 hours all discomfort and 

^D^Sng treS2 Sthe transfer factor, the com- irritation was significantly reduced Within four day. 
position is appUed to the infected area about four times most of the condylomatous growth had dtsappeared^y 
Eerday. A 30 gram sample is sufficient for about 21 days the end of two weeks all the condy^matous growj 
of treatment. Thus, a patient applies about 30 Units of had disappeared. No recurrence has been expcncncea 
transfer factor over a 21 day period. 45 to date. 

The vehicle utilized in preparing the composition is ^ 
not criticaL The vehicle may be any cosmetically ao . ^ ,^ , a ,i„;„,fo thp- 

ceptable vehicle which does not denature the transfer Male Pftient E had '""^^'P'f^^^y'"'^ °" j*^^^^^ 
factor and which is non-toxia It has been found that fingers of both hands for at 1^ ^: Pf 
unscented moisturizing formulas generally utUizcd for 50 apphed the omtment on the basis of four tunes per day 
dS^l care are suitable. Such moisturizing formulas to the affected areas. At 48 hours there w^ a v«ib e 
generally are water and ofl emulsions in which the diminution m the size of the ^'0»^ AM lesions were 
fSr factor can be dispersed. Preferably, the vehicle cleared by the end of 14 days. There has been no recur- 
ts a lyophile non-toxic base. One such vehicle utiUzed in rence of the lesions to date, 
the following case studies is a Eucerin moisturizing 55 5 

formula obtained from Beiersdorf, Inc. of South Nor- r- ^ ^ u ^ ,!mr,i« infection of 

walk. Conn. TTie Eucerin moisturizing formula is a Female patient E had a ^^HP" «^P»« 
water in oil emulsion and i^ identified as containing the vulva and va^ for a penod f '^^^'^J^ 
water, petrolatum, mineral oil. mineral wax, wool wax outbreaks occurnng every 

alcohol and 2-brom<^2-nitropropane 1.3 dioL . 60 paUen appUed die omtment to i;«^°^^3f„'^d 
The following case studies demonstrate the positive rounding areas at least jour ^^^'^l'^^^!^^^ 
results obtained by utilizing the transfer factor composi- ^tfti°° ^'^^ S'^' ^ "^""^^ ^i J^^^ef No rSIJ 
tion prepared in accordance with the invention. The Within 48 hours major healmg had OfO^T^- ^° 
transfer factor utilized vras prepared by utilizing sc9le- rence problems have been reported to date, 
up techniques of the procedure outlined above which 65 g 

permit purification of large numbers of lymphocytes . ^ ^„„»„f m.threaks of 

which are purified by common extraction utilizing the Female patient F report«l recurrent outbreals oi 
adherence of granulocytes to glass wool fibers. This buccal herpes simplex for about two years. The omi- 



4,435,384 

5 6 

ment was applied to the lesions on the basis of four times methyl sulfoxide, low molecular weight dexlrcu, and 
per day. Discomfort and pain disappeared within 24 mixtures thereof. , , . , . . . 

hours. By 48 hours significant healing of the lesions was 7. The topical composition of claim 6, whercm the 

observed At the end of 96 hours all lesions were ^ r<!i''"\K ''.'T^"' ^? In^Sn """'^ 

, J XT t. I, ^u.^^,^^ *^ A^t^ 5 based on the total weight of the composition. 

cleared. No recurrence has been observed to date. ^ composition of claim 7, wherein the 

It will thus be seen that the objects set forth above. penetrant is dimethyl sulfoxide, 
among those made apparent from the precedmg de- ^ jj^^ topical composition of claim 7. wherein the 
scription, arc efficiently attained and, since certain penetrant is a low molecular weight dextran. 
changes may be made in carrying out the above method jo lO. A topical composition for the treatment of herpes 
and in the composition set forth without departing from simplex comprising a non-toxic lyophile base between 
the spirit and scope of the invention, it is intended that about 1 and 10 Units (io^ cells per Unit) per gram of 
all matter contained in the above description shall be composition and about 1 and 15 percent by weight of 
Interpreted as illustrative and not in a limiting sense, dimethyl sulfoxide. 

It is also understood that the foUowing claims are 15 11. A method of dermatological treatment corapns- 
intended to cover all of the generic and specific features '^B applying to the affected skm a topical composition 
of the invention which, as a matter of language, might "^^^^^"^^ ^ "^^^^^ 
be said to fall therebetween. . , ^ . ' . iz'xhe method of claim 8. wherein the composition 

Particularly it is to be understood that m said claims, ^^^^^^ between three and four times per 

ingredients or compounds recited in the singular' are 

intended to include compatible mixtures of such ingre- x3. The method of claim 11, wherein the composition 
dients wherever the sense permits. includes about 1 Unit of transfer factor per gram of 

What is claimed is: composition. 

1. A topical composition for dermatological treat- 25 14. A method of treating herpes simplex comprising 
ment comprising an ointment-type vehicle and an effec- apply bg to the infected region of the skin a composition 
tive amount of transfer factor dispersed therein. including a herpes simplex ieffective amount of transfer 

2. The topical composition of claim 1, further includ- factor. 

ing an effective amount of an enhancing penetrant , If A method of freating condyloma compnsing ap- 

^ ~ . ■ , f I • . t. • »t. 30 DlyinH to the infected region of the skin a topical com- 

3 The topical composition of clami 1, wherem the ^ ^J^^ ^ condyloma effective amount of 

vehickisanon-toxiclyophihcbase.^ ^ansfer factor. 

4. The topical composition of claim 1, wherem the ^ ^^^^^^^ of treating acne comprising applying to 
transfer factor is present m the amount of up to about 10 infected region of the skin a topical composition 
Units (108 cells per Unit) per gram of composition, 35 including an acne effective amount of transfer factor. 

5. The topical composition of claim 4, further includ- 17, a topical cosmetic composition comprising a 
ing an effective amount of an enhancing penetrant non-toxic lyophilic base and an effective amount of 

6. The topical cor^rposition of claim 5, wherein the transfer factor dispersed therein, 
penetrant is selected from the group consisting of di- . » ♦ » • * 
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